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ALEXANDER, John, B. 
Edwards & Angell, LLP 
P.O. Box 55874 
. Boston, MA 02205 
/ United States of America 



Date of mailing (day/month/year) 

22 September 2004 (22.09.2004) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
60884PCT/3.2205 


International application No. 
PCT/US2004/022820 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

NEUROGEN CORPORATION (for all designated States except US) 
BLUM, Charles, A. et al (for US) 

International filing date 15 July 2004 (15.07.2004) 

Priority date(s) claimed 15 July 2003 (15.07.2003) 

Date of receipt of the record copy 

by the International Bureau : 10 September 2004 (10.09.2004) 

List of designated Offices : 
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LT^U^MA^aMG^^M^M 
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The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22)338.71.30 



Authorized officer: 

Roberto PEREZ (Fax 338-71-30) 

Telephone No. (41-22) 338 8257 
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Date of mailing (day/month/year) 

22 September 2004 (22.09.2004) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
60884PCT/3.2205 


International application No. 
PCT/US2004/022820 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 

| X | time limits for entry into the national phase - see updated important information (as of April 2002) 

| j requirements regarding priority documents (if applicable) 
A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 
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ANNEX TO FORM PCT/IB/301 




i>...cernational application No. 
PCT/US2004/022820 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated on 
the cover sheet of this Notification by paying national fees and furnishing translations, as prescribed by Articles 22 and 39 and 
the applicable national laws. In addition, the applicant may also have to comply with other special requirements applicable 
in certain Offices. It is the applicant's responsibility to ensure the necessary steps to enter the national phase are taken in a 
timely fashion. Most Offices do not issue reminders to applicants in connection with the entry into the national phase. 

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph, be 
30 MONTHS from the priority date, not only in respect of any elected Office if a demand for international preliminary 
examination is filed before the expiration of 19 months from the priority date (see Article 39(1)), but also in respect of any 
designated Office, in the absence of filing of such demand, where Article22(1) as modified with effect from 1 April 2002 
applies in respect of that designated Office. For further details, see PCT Gazette No. 44/2001 of 1 November 2001, pages 19926, 
19932 and 19934, as well as the PCT Newsletter, October and November 2001 and February 2002 issues. 

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of 
certain designated or elected Offices. For regular updates on the applicable time limits (20, 21, 30 or 31 months, or other 
time limit). Office by Office, refer to the PCT Gazette("Section IV" part published on a weekly basis), to the PCT Newsletter 
(on a monthly basis) and to the relevant National Chapters in Volume II of the PCT Applicant's Guide (the paper version of 
which is updated usually twice a year and the Internet version of which is updated usually on a weekly basis). Finally, a 
cumulative table of all applicable time limits for entering the national phase is available from WIPO's Internet site, via links 
from various pages the site including those of the Gazette, Newsletter and Guide, at http://www.wipo.int/pct/en/index.html. 

Information about the requirements for filing a demand for international preliminary examination is set out in the PCT 
Applicant's Guide, Volume l/A, Chapter IX. Note that only an applicant who is a national or resident of a PCT Contracting 
State which is bound by Chapter II has the right to file a demand for international preliminary examination (at present, all 
PCT Contracting States are bound by Chapter II). 



For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of thS 16-month time limit (Rule 17.1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity, upon entry into the 
national phase, to furnish the priority document within the time limit which is reasonable under the circumstances (Rule 17.1(c)). 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit (and all other PCT time limits) is the filing date of the earliest application whose priority is claimed (Article 2(xi)(b)). 
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IMPORTANT NOTIFICATION 


International application No. 
PCT/US04/022820 


International filing date (day/month/year) 
15 July 2004 (15.07.2004) 


International publication date ( day/month/year) 


Priority date (day/month/year) 

15 July 2003 (15.07.2003) 


Applicant 


NEUROGEN CORPORATION et al 



1. By means of this Form, which replaces any previously issued notification concerning submission or transmittal of priority documents, the 
applicant is hereby notified of the date of receipt by the International Bureau of the priority document(s) relating to all earlier 
application(s) whose priority is claimed. .Unless otherwise indicated by the letters "NR", in the right-hand column or by an asterisk 
appearing next to a date of receipt, the priority document concerned was (submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b). I 

2. (If applicable) The letters "NR" appearing in the right-hand column denote a priority document which, on the date of mailing of this 
Form, had not yet been received by the International Bureau under Rule 17.1(a) or (b). Where, under Rule 17.1(a), the priority 
document must be submitted by the applicant to the receiving Office or the International Bureau, but the applicant fails to submit the 
priority document within the applicable time limit under that Rule, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, upon entry into 
the national phase, to furnish the priority document within a time limit which is reasonable under the circumstances. 

3. (If applicable)^ asterisk (*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted or 
transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b) (the priority document was received after the 
time limit prescribed in Rule 17.1(a) or the request to prepare and transmit the priority document was submitted to the receiving Office 
after the applicable time limit under Rule 17.1(b)). Even though the priority document was not furnished in compliance with Rule 17.1(a) 
or (b), the International Bureau will nevertheless transmit a copy of the document to the designated Offices, for their consideration. In case 
such a copy is not accepted by the designated Office as the priority document, Rule 17.1(c) provides that no designated Office may 
disregard the priority claim concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority 
document within a time limit which is reasonable under the circumstances. 



Priority date 
1 5 July 2003 (1 5.07.2003) 



Priority application No- 
60/487,405 



Country or regional Office 
or PCT receiving Office 

US 



Date of receipt 
of priority document 

10 September 2004 (10.09.2004) 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


Olaiz Alicia 


1211 Geneva 20, Switzerland 




Facsimile No. 441 22 338 71 30 


Facsimile No. 441 22 740 14 35 


Telephone No. 441 22 338 9288 
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To: 



ALEXANDER, John, B. 
Edwards & Angell, LLP 
P.O. Box 55874 
Boston, MA 02205 
ETATS-UNIS D'AMERIQUE 
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Edwards Angbi Palmer & _ „ _ „ 

IPDOCKETTNGDEPT. (BOS) 




Applicant's or agent's file reference 
60884PCT/3.2205 



IMPORTANT NOTICE 



International application No. 
PCT/US2004/022820 



International filing date (dav/montii/year) 
15 July 2004(15.07.2004) 



Priority date (dayAnonili/year) 

15 July 2003 (15.07.2003) 



Applicant 



NEUROGEN CORPORATION et al 



1. ATTENTION: For any designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002 (30 months from 
the priority date), does not apply, please see Form PCT/lB/308(First Notice) issued previously. 

2. Notice is hereby given that the following designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002, 
does apply, has/have requested that the communication of the international application, as provided for in Article 20, be effected under 
Rule 93bis.i. The International Bureau has effected that communication on the date indicated below: 

03 February 2005 (03.02.2005) 

AU, AZ, BY, CN, CO, DZ, EP, HU, KG, KP, KR, MD, MK, MZ, NA, RU, SY, TM, US 

In accordance with Rule 47.1(c-fcw)(i), those Offices will accept the present notice as conclusive evidence that the communication of the 
international application has duly taken place on the date of mailing indicated above and no copy of the international application is required 
to be furnished by the applicant to the designated Office(s). 

3. The following designated Offices, for which the time limit under Article 22(1), as in force from 1 April 2002, does apply, have not 
requested, as at the time of mailing of the present notice, that the communication of the international application be effected under Rule 
93bis.l : 

AE, AG, AL, AM, AP, AT, BA, BB, BG, BR, BW, BZ, CA, CR, CU, CZ, DE, DK, DM, EA, EC, EE, EG, ES, Fl, GB, GD, 
GE, GH, GM, HR, ID, IL, IN, IS, JP, KE, KZ, LC, LK, LR, LS, LT, LV, MA, MG, MN, MW, MX, Nl, NO, NZ, OA, OM, PG, 
PH, PL, PT, RO, SC, SD, SG, SK, SL, TJ, TN, TR, TT, UA, UZ, VC, VN, YU, ZA, ZW 

In accordance with Rule 47.1(c-fciV)(ii), those Offices accept the present notice as conclusive evidence that the Contracting State for which 
that Office acts as a designated Office does not require the furnishing, under Article 22, by the applicant of a copy of the international 
application. 

4. TIME LIMITS for entry into the national phase 

For the designated or elected Office(s) listed above, the applicable time limit for entering the national phase will, subject to what is said in 
the following paragraph, be 30 MONTHS from the priority date. 

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain of the 
designated or elected Office(s) listed above. For regular updates on the applicable time limits (30 or 31 months, or other time limit), 
Office by Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant's Guide, Volume n, National Chapters, all available 
from WIPO's Internet site, at http://www.wipo.int/pct/en/index.html. 

It is the applicant's sole responsibility to monitor all these time limits. 



The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 



Facsimile No.+41 22 740 14 35 



Authorized officer 



Simin Baharlou 



Facsimile No.441 22 338 7 1 30 
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PCT 



FIRST NOTICE INFORMING THE APPLICANT OF 
THE COMMUNICATION OF THE INTERNATIONAL 
APPLICATION (TO DESIGNATED OFFICES WHICH 
DO NOT APPLY THE 30 MONTH TIME LIMIT 
UNDER ARTICLE 22( 1)) 

(PCT Rule 47.1(c)) 



Date of mailing (day/montfi/year) 

1 7 February 2005 (1 7.02.2005) 



To: 



ALEXANDER, John, B. 
Edwards & Angeil, LLP 
P.O. Box 55874 
Boston, MA 02205 
ETATS-UNIS D*AMERI(J)UE 



RECEIVED 

FEB 2 3 2005( 



EDWARDS & ANGELL LLP 
IP DOCKETING DEfTjBOS>J 



Applicant's or agent's file reference 
60884PCT/3.2205 



IMPORTANT NOTICE 



International application No. 
PCT/US2004/022820 



International filing date (dav/montft/xear) 
15 July 2004 (15.07.2004) 



Priority date (dax/montliAear) 

15 July 2003 (15.07.2003) 



Applicant 



NEUROGEN CORPORATION et a! 



1. ATTENTION: For any designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002 (30 months from 
the priority date), does apply, please see Form PCT/lB/308(Second and Supplementary Notice) (to be issued promptly after the expiration 
of 28 months from the priority date). 

2. Notice is hereby given that the following designated Office(s), for which the time limit under Article 22(1), as in force from 1 April 2002, 
does not apply, has/have requested that the communication of the international application, as provided for in Article 20, be effected under 
Rule 93bis.l. The International Bureau has effected that communication on the date indicated below: 

03 February 2005 (03.02.2005) 

CH 

In accordance with Rule 47 A(c-bis)(\\ those Offices will accept the present notice as conclusive evidence that the communication of the 
international application has duly taken place on the date of mailing indicated above and no copy of the international application is required 
to be furnished by the applicant to the designated Office(s). 

3. The following designated Offices, for which the time limit under Article 22(1), as in force from 1 April 2002, does not apply, have not 
requested, as at the time of mailing of the present notice, that the communication of the international application be effected under Rule 
93bisA : 

LU, SE, TZ, UG, ZM 

In accordance with Rule 47.1(c-fcij)(ii), those Offices accept the present notice as conclusive evidence that the Contracting State for which 
that Office acts as a designated Office does not require the furnishing, under Article 22, by the applicant of a copy of the international 
application. 

4. TIME LIMITS for entry into the national phase 

For the designated Office(s) listed above, and unless a demand for international preliminary examination has been filed before the 
expiration of 19 months from the priority date (see Article 39(1)), the applicable time limit for entering the national phase will, subject to 
what is said in the following paragraph, be 20 MONTHS from the priority date. 

In practice, time limits other than the 20-month time limit will continue to apply, for various periods of time, in respect of certain of the 
designated Offices listed above. For regular updates on the applicable time limits (20 or 21 months, or other time limit), Office by 
Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant's Guide, Volume II, National Chapters, all available from 
WIPO's Internet site, at http://www.wipo.int/pct/en/index.html. 

It is the applicant's sole responsibility to monitor all these time limits. 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


Simin Baharlou 


12 1 1 Geneva 20, Switzerland 


Facsimile No.+41 22 740 14 35 


Facsimile No.+41 22 338 71 30 
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Applicant's or agent's file reference 
60884PCT/3.2205 



IMPORTANT NOTICE 



International application No. 
PCT/US2004/022820 



International filing date (day/montli/year) 
15 July 2004(15.07.2004) 



Priority date (day/mont}i/year) 

15 July 2003 (15.07.2003) 



Applicant 



NEUROGEN CORPORATION et al 



The International Bureau transmits herewith the following documents: 

0copy of the international application as published by the International Bureau on 03 February 2005 (03.02.2005) under 
No. WO 2005/009977 * 

copy of international application as republished by the International Bureau on under 
No. WO 

For an explanation as to the reason for this republication of the international application, reference is made to INID codes (15), (48) 
or (88) {as the case may be) on the front page of the attached document. 



The International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 



Facsimile No. +41 22 740 14 35 



Authorized officer 



Simin Baharlou 



Facsimile No .441 22 338 7 1 30 
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From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

EDWARDS €c ANGELL, LLP 

Attn. Alexander, Ph. D.John B. 

P.O. Box 55874 

Boston, MA 02205 

UNITED STATES OF AMERICA 



Applicant's or agent's file reference 
60884PCT/3 .2205 




PCT 



■f 



Edwards & Angell LLP 
101 Federal St i Boston, MA 
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International application No. 

pct /US2004/02 2 82 oDocketed For_ 

Applicant By: 

Approved 

NEUROGEN CORPORATION 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT AND 
THE WRITTEN OPINION OF THE INTERNATIONAL 
>RrW, OR THE DECLARATION 



DEC 1 3 

EDWARDS & A 



d8t5>6tQtefflifl§iG DfePT. (BOS) 



th/y/6 



FURTHER ACTION 




/12/2004 



International filing date 
{day/montMyear) 15 / 0 7/2004 




See paragraphs 1 and 4 below 
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3-D 



The applicant is hereby notified that the international search report and the written opinion of the International Searching 
Authority have been established and are transmitted herewith. 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 
When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO, 34 chemin des Colombettes 

121 1 Geneva 20, Switzerland, Fascimile No.: (41-22) 740.14.35 
For more detailed instructions, see the notes on the accompanying sheet. 

The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

| | the protest together with the decision thereon has been transmitted to the International Bureau together with the 

applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
| | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after the expiration of 18 months from the. priority date, the international application will be published by the 
International Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international 
application, or of the priority claim, must reach the International Bureau as provided in Rules 906/S.1 and 90o/s.3, respectively, 
before the completion of the technical preparations for international publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an 
international preliminary examination report has been or is to be established. These comments would also be made available to 
the public but not before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority 
date (in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

in respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 
months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by Office, see the PCT Applicant's 
Guide, Volume II, National Chapters and the WIPO Internet site. 





Name and mailing address of the International Searching Authority 

„^ European Patent Office, P. B. 581 8 Patentlaan 2 
iJA NL-2280 HV Rijswijk 

WJl Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
^ Fax: (+31-70) 340-3016 


Authorized officer 

Federico Bonomelli 



l=prm PCT/lSA/220 (January 2004) 



(See notes on accompanying sheet) 
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These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, -Article*, "Rule", and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim b 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the International application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)"). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
international application is English, the letter must be in English; if the language of the international application 
Is French, the letter must be in French. 
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NOTES TO FORM PCT7IS A/220 (continued) 



The tetter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application fit being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

fii) the claim is cancelled; 

fiii) the claim is new; 

fiv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. (Where originally there were 1 5 claims and after amendment of ail claims there are 11): 
"Claims 1 to 15 replaced by amended claims 1 to 11 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

•Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

•Claims 1 -10 unchanged; claims 1 1 to 13, 18 and 19 cancelled; claims 1 4, 15 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International appplication Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the Differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1 ).* 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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(2_>atent cooperation treat^L 

PCT 



international search report 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
60884PCT/3 .2205 


FOR FURTHER see Form pct/isa/220 

ACTION as wel1 as » wnere applicable, item 5 below. 


International application No. 
PCT/US2004/022820 


International filing date (day/month/year) 
15/07/2004 


(Earliest) Priority Date (day/month/year) 
15/07/2003 


Applicant 

NEUROGEN CORPORATION 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This Internationa] Search Report consists of a total of 6 sheets. 

fx] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



□ 
□ 
□ 



The international search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23.1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 
Certain claims were found unsearchable (See Box II). 
Unity of invention is lacking (see Box III). 



4. With regard to the title, 

[ j the text is approved as submitted by the applicant. 
|~X~| the text has been established by this Authority to read as follows: 
SUBSTITUTED PYRIMIDIN-4— YLAMIN ANALOGUES AS VANILLOID RECEPTOR LIGANDS 



5. With regard to the abstract, 

| ] the text is approved as submitted by the applicant. 

fx] the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regards to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No 

| | as suggested by the applicant. 

| | as selected by this Authority, because the applicant failed to suggest a figure. 

| | as selected by this Authority, because this figure better characterizes the invention. 

b. Q none of the figures is to be published with the abstract. 



Form PCT/lSA/210 (first sheet) (January 2004) 



nlernational application No. 



INTERNATIONAL SEARCH REPORT 



PCT/US2 004/022 82 0 



Box No. IV Text of the abstract (Continuation of item 5 of the first sheet) 



Substituted pyrimidy)-4-ylamine analogues are provided, of the Formula: 




modulate spee»fe> receptor activity in vivo or in vitro, and are particularly useful in the 
treatment of conditions associated with pathological receptor activation in humans, 
domesticated companion animals and livestock animals. Pharmaceutical compositions and 
methods for using such compounds to treat such disorders are provided, as are methods for 
using such ligands for receptor localization studies. 
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INTERNATIONAL SEARCH REPORT 



f- 



international Application No 

~jT/US2004/022820 



A. CLASSIFICATION OF SUBJECT MATTER , , . 

IPC 7 C07D239/42 C07D239/48 C07D251/18 C07D403/04 
A61P25/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



A61K31/505 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07D A61K A61P 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , CHEM ABS Data, WPI Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP 0 168 262 A (FUJISAWA PHARMACEUTICAL 
CO) 15 January 1986 (1986-01-15) 

example 33 



A 



WO 02/072536 A (WYMAN PAUL ADRIAN ; 
GLAXOSMITHKLINE (GB); THOMPSON MERVYN 
(GB); SMITHK) 

19 September 2002 (2002-09-19) 
page 1, line 23 - page 2, line 10 

W0 02/090326 A (RAMI HARSHAD KANTILAL ; 
WYMAN PAUL ADRIAN (GB); THOMPSON MERVYN 
(GB);) 14 November 2002 (2002-11-14) 
page 1, line 27 - page 2, line 21 

_/-- 



49-52, 
54,56, 
60,61 



1-97 



1-97 



m 



Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



* Special categories of cited documents : 

•A" document defining the general state of the art which is not 

considered to be of particular relevance 
'E" earlier document but published on or after the international 

filing date 

*L" document which may throw doubts on priority claim (s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*0* document referring to an oral disclosure, use, exhibition or 
other means 

•P' document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



22 November 2004 



Date of mailing of the international search report 



07/12/2004 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 



Usuel 1 i , A 
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international Application No 
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C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 03/099284 A (DOHERTY ELIZABETH M ; 
AMGEN INC (US); CHEN NING (US); NORMAN 
MARK H (U) 4 December 2003 (2003-12-04) 
page 7, line 1 - page 19, line 16 
page 156, line 24 - page 158, line 28; 
examples 60,62,22,51,56,58 



1-97 



W0 2004/089286 A (IRM LLC ; DING QIANG 
(US); SCHULTZ PETER G (US); SIM TAE-BO 
(US); ZHAN) 21 October 2004 (2004-10-21) 

Reference 2 (page 21) 

page 2, line 1 - page 3, line 12; 

compounds 1 , 5 , 6 , 19 , 22 , 36 , 52 , 53 , 55 



32,33, 
35,36, 
38,56, 
60,61 
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(_ ; f_ International application No. 

INTERNATIONAL SEARCH REPORT ^ PCT/US2004/022820 



Box II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. | X 1 Claims Nos.: - 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 62-88 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 

an extent that no meaningful International Search can be carried out, specifically: 



! J Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box III Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . T I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I ' searchable claims. 

2. | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

j | No protest accompanied the payment of additional search fees. 
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ternatlonal Application No 



■CT/US2004/022820 



Patent document 




Publication 




Patent family 




Publication 


cited in search report 




date 




member(s) 




date 


EP 0168262 


A 


- 15-01-1986 


EP 


0168262 


A2 


1-5-01-1986 








.IP 

u r 


\J 1 U4HO / L. 


A 












*t / lDDUU 


A 
n 


lO Uc ±Z700 


WO 02072536 


A 


19-09-2002 


EP 


1366020 


Al 


03-12-2003 








WO 


02072536 


Al 


19-09-2002 








JP 


2004525127 


T 


19-08-2004 








US 


2004082661 


Al 


29-04-2004 



WO 02090326 A 14-11-2002 WO 02090326 Al 14-11-2002 

EP 1392651 Al 03-03-2004 

JP 2004527571 T 09-09-2004 

US 2004171639 Al 02-09-2004 



WO 03099284 A 04-12-2003 CA 2468544 Al 19-06-2003 

EP 1463714 A2 06-10-2004 

WO 03049702 A2 19-06-2003 

W0 03099284 Al 04-12-2003 

US 2003195201 Al 16-10-2003 

US 2004038969 Al 26-02-2004 



WO 2004089286 A 21-10-2004 W0 2004089286 A2 21-10-2004 
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PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 



see form PCT/ISA/220 



PGT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule43b/'s.1) 



Date of mailing 

(day/month/year) see form PCT/ISA/210 (second sheet) 



Applicant's or agent's file reference 

see form PCT/ISA/220 



FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 
PCT/US2004/022820 



International filing date (dayAnonthfyear) 
15.07.2004 



Priority date (day/month/year) 
15.07:2003 



International Patent Classification (IPC) or both national classification and IPC 

C07D239/42, C07D239/48, C07D251/18, C07D403A)4, A61K31/505, A61P25/00 



Applicant 

NEUROGEN CORPORATION 





Box 


No. 


I 


El 


Box 


No. 


II 




Box 


No. 


111 


□ 


Box 


No. 


IV 


El 


Box 


No. 


V 


El 


Box 


No. 


VI 


□ 


Box 


No. 


VII 


□ 


Box 


No. 


VIII 



1 . This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43b/s.1 (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 

FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66.16/s(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of mailing of Form PCT/ISA£20 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCT/ISA/220. 

For further details, see notes to Form PCT/ISA£20. 



Name and mailing address of the ISA: 



European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399-4465 



Authorized Officer 

Usuelli, A 

Telephone No. +49 89 2399-7366 
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INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2004y022820 



Box No. I Basis of the opinion 

1. With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was field, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing and/br table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2004/022820 



Box No. II Priority 

1 . H The following document has not been furnished: 

E3 copy of the earlier application whose priority has been claimed (Rule 436/S.1 and 66.7(a)). 

□ translation of the earlier application whose priority has been claimed (Rule 436/S.1 and 66.7(b)). 

Consequently it has not been possible to consider the validity of the priority claim. This opinion has 
nevertheless been established on the assumption that the relevant date is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 

has been found invalid (Rules 43b/s.1 and 64.1). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

El claims Nos. 62 -88 (industrial applicability) 



H the said international application, or the said claims Nos. 62-88 relate to the following subject matter 
which does not require an international preliminary examination (specify): 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 

the computer readable form □ has not been furnished 



□ the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

□ See separate sheet for further details 



because: 



sep separate sheet 



□ 



does not comply with the standard 
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Box No. V Reasoned statement under Rule 43fc/s.1(a)(i) with regard to novelty, Inventive step or 
industrial applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-48,53,55,57-59, 62-97 




No: 


Claims 


49-52,54,56,60,61 


Inventive step (IS) 


Yes: 


Claims 


1-48,53,55,57-59,62-97 




No: 


Claims 


49-52,54,56,60,61 


Industrial applicability (IA) 


Yes: 


Claims 


1-61,89-97 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



Box No. VI Certain documents cited 

1. Certain published documents (Rules 43£>/s.1 and 70.10) 
and / or 

2. Non-written disclosures (Rules 43t>/s.1 and 70.9) 
see form 210 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims 62-88 relate to subject matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject matter of these claims, cf . Article 
34(4)(a)(i) PCT. 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1- Reference is made to the following documents: 

d1: EP-A-0 168 262 

d2: WO 02/072536 A 

d3: WO 02/090326 A 

d4: WO 03/099284 A 

d5: WO 2004/089286 A 

2- Novelty 

The compound of example 33 of d1 is encompassed by the formula of present claim 49 
when R2 is monoalkylsulfonylamide, A1-A4 are CH, R3 is alkyl, B3 and B2 are CRb 
wherein Rb is alkoxy, B1 , B4, B5 and X are CH. The compounds of d1 are used as 
medicaments in the treatment of heart diseases. The disclosure of d1 appears to affect 
the novelty of present claims 49,50,51 ,52,54,56,60 and 61 . 

Present compounds differ from the compounds of d2 and d3 at least on account of the 
amino-pyrimidyl (or pyridyl ortriazinyl) group. Hence, claims 1 to 97 are novel in respect 
to d2 and d3. 

3- Inventive step 

3.1- The applicant has set himself the task of providing novel ligands of the vanilloid 
receptor as potential agents for the treatment of pain and other conditions responsive to 
the modulation of the vanilloid receptor. 

Documents d2 and d3 relate to polycyclic compounds having the same use of present 
compounds. These two documents are considered to represent the closest state of the 
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art. 

For the purpose of assessing the inventive activity during the international phase, it is 
accepted that present compounds possess the claimed activity, i.e. that they modulate 
the vanilloid receptor. 

Accordingly, for the novel parts of the present invention, the objective technical problem 
may be seen in the provision of further ligands of the vanilloid receptor useful in the 
treatment of conditions responsive to the modulation of the vanilloid receptor. 

3.2- The structures of the compounds of the present inventions are markedly different 
from the ones of d2 and d3. Hence, it is considered that the skilled person faced with 
the technical problem defined above, would not find in these two documents any hint 
for preparing present compounds. 

Accordingly, the claims which satisfy the requirements of Art. 33.2 PCT are considered 
to meet also the requirements of Art. 33.3 PCT. 



Re Item VI 

Certain documents cited 

WO 03/099284 A (d4) ; WO 2004/089286 A (d5). 
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The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 



C- 

• For receiving Office use only 



International Application No. 



International Filing Date 



Name of receiving Office and "PCT International Application" 



Applicant's or i agent's file reference 60884 PC T/3.2205 
(if desired) (12 characters maximum) 



Box No. I TITLE OF INVENTION 
SUBSTITUTED PYRIM1D1N-4-YLAMINE ANALOGUES 



Box No. II APPLICANT 



I "" | This person is also inventor 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 

NEUROGEN CORPORATION 
35 Northeast Industrial Road 
Branford, CT 06405 
United States 



Telephone No. 
(203) 488-2801 



Facsimile No. 
(203) 488-4710 



Teleprinter No. 



Applicant's registration No. with the Office 



State (that is, country) of nationality: 
US 



State (that is, country) of residence: 
US 



This person is applicant 
for the purposes of: 



j j all designated 



States 



all designated States except 
the United States of 



□ the United States 
of America only 



□ the States indicated in 
the Supplemental Box 



Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below) 

BLUM. Charles A. 
785 W. Pond Meadow Road 
Westbrook, CT 06498 
-United States 



This person is: 

| j applicant only 



applicant and inventor 

□ inventor only (If this check-box 
is marked, do not fill in below.) 



Applicant's registration No. with the Office 



State (that is, country) of nationality: 
US 


State (that is, country) of residence: 
US 


pis person is applicant 1 1 all designated 1 1 all designated States except |S?1 the United States 
for the purposes of: 1 — 1 states i—J the United States of of America only 


1 1 the States indicated in 
1 • the Supplemental Box 


|X| Further applicants and/or (further) inventors are indicated on a continuation sheet. 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf of RT] aeent 
the applicant(s) before the competent International Authorities as: U-^J 


I 1 common 

1 1 representative 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country.) 

ALEXANDER, Ph.D., John B. 
EDWARDS & ANGELL, LLP 
P.O. Box 55874 
Boston, MA 02205 
United States 



Telephone No. 
(617)439-4444 



Facsimile No. 
(617) 439-4170 



Teleprinter No. 



Agent's registration No. with the Office 
48,399 



□ Address for correspondence: Mark this check-box where no aeent or common representative is/has been appointed and 
the space above is used instead to indicate a special address to which correspondence should be sent. 
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Continuation of Box No. HI FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Jf none of the following sub- boxes is used, this sheet should not be included in the request. 


Name and address: (Family name followed by given name; for a legal entity, Jul I official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence Jf no State of residence is indicated below.) 

BRIELMANN, Harry 
14 Elm Street 
Guilford, CT 06437 
United States 


This person is: 

| J applicant only 

|^| applicant and inventor 

r~"| inventor only (If this check-box is 
1 — 1 marked, do not fill in below.) 






Applicant's registration No. with the Office 


State (that is, country) of nationality: 
US 


State (that is, country) of residence: 
US 


This person is I 1 all designated 1 — 1 all designated States except n^n the United States 1 1 the States indicated 

applicant | | States | I the United States of I^nI of America only | | in the Supplemental 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicants State (that is, country) of residence if no State of residence is indicated below.) 

HODGETTS, Kevin J. 
224 Resrvoir Road 
Killingworth, CT 06419 


This person is: 

f ] applicant only 

|^[ applicant and inventor 

1 1 inventor only (If this check-box is 
1 ■ marked, do not Jill in below.) 






Applicant's registration No. with the Office 


State (that is, country) of nationality: 
Great Britain 


State (that is, country) of residence: 
US 


This person is j | all designated I I all designated States except 
applicant for the 1 — 'States 1 1 the United States of 


the United States I 1 the States indicated 
of America only ■ ■ in the Supplemental 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 


This person is: 

f | applicant only 






| | applicant and inventor 

| | inventor only (If this check-box is 
1 — 1 marked, do not fill in below.) 






Applicant's registration No. with the Office 


State (that is, country) of nationality: 


State (that is, country) of residence: 


This person is I 1 all designated | I all designated States except 1 1 
applicant for the 1 — 1 States 1 — 1 the United States of 1 — i 


the United States I 1 the States indicated 
of America only 1 ■ in the Supplemental 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (that is, country) of residence if no State of residence is indicated below.) 


This person is: 

j | applicant only 






| | applicant and inventor 






I I inventor only (If this check-box is 
1 1 marked, do not fill in below.) 






Applicant's registration No. with the Office 


State (that is, country) of nationality: 


State (that is, country) of residence: 


This person is | 1 all designated I 1 all designated States except 1 1 the United States 1 1 the States indicated 
applicant for the 1 — J States 1 — 1 the United States of 1 — 1 of America only 1 — 1 in the Supplemental 


1 I Further applicants and/or (further) inventors are indicated on another continuation sheet. 
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Supplemental Box If the Supplemental Box is not used, this sheet should not be included in the request. 



/. If in any of the Boxes, except Boxes Nos VJH(i) to (v) for 
which a special continuation box is provided, the space is 
insufficient to furnish all the information: in such case, write 
"Continuation of Box No...." (indicate the number of the Box) 
and furnish the information in the same manner as required 
according to the captions of the Box in which the space was 
insufficient, in particular: 

0) if more than two persons are to be indicated as applicants 
and/or inventors and no "continuation sheet" is available: in 
such case, write "Continuation of Box No. Ill" and indicate 
for each additional person the same type of information as 
required in Box No. Ill The country of the address indicated 
in this Box is the applicants State (that is, country) of 
residence if no State of residence is indicated below; 

(ii) if, in Box No. II or in any of the sub-boxes of Box No. Ill, the 
indication "the States indicated in the Supplemental Box" is 
checked: in such case, write "Continuation of Box No. 11" or 
"Continuation of Box No. Ill" or "Continuation of Boxes No. 
11 and No. Ill" (as the case may be), indicate the name of the 
applicant(s) involved and, next to (each) such name, the 
State (s) (and/or, where applicable, AR1PO, Eurasian, 
European or OAPI patent) for the purposes of which the 
named person is applicant; 

(Hi) if, in Box No. 11 or in any of the sub-boxes of Box No. Ill, the 
inventor or the inventor/applicant is not inventor for the 
purposes of all designated States or for the purposes of the 
United States of America: in such case, write "Continuation 
of Box No. 11" or "Continuation of Box No. Ill" or 
"Continuation of Boxes No. 11 and No. Ill" (as the case may 
be), indicate the name of the inventor (s) and, next to (each) 
such name, the State(s) (and/or, where applicable, AR1PO, 
Eurasian, European or OAPI patent) for the purposes of 
which the named person is inventor; 

(iv) if t in addition to the agent (s) indicated in Box No. IV, there 
are further agents: in such case, write "Continuation of Box 
No. IV" and indicate for each further agent the same type of 
information as required in Box No. IV; 

if in Box No. VI, there are more than three earlier 

(v) applications whose priority is claimed: in such case, write 
"Continuation of Box No. VI" and indicate for each additional 
earlier application the same type of information as required in 
Box VI 

If the applicant intends to make an indication of the wish that 

2. the international application be treated, in certain designated 
States, as an application for a patent of addition, certificate of 
addition, inventor's certificate of addition or utility certificate 
of addition: in such a case, write the name or two-letter code 
of each designated State concerned and the indication "patent 
of addition, " "certificate of addition, " "inventor's certificate 
of addition" or "utility certificate of addition," the number of 
the parent application or parent patent or other patent grant 
and the date of grant of the parent patent or other patent 
grant or the date of filing of parent application (Rules 
4. 1 1(a) (Hi) and 49bis. 1 (a) or (b)). 

If the applicant intends to make an indication of the wish that 

3. the international application be treated, in the United States 
of America, as a continuation or continuation-in-part of an 
earlier application: in such a case, write "United States of 
America" or "US" and the indication "continuation" or 
"continuationHn-part" and the number and the filing date of 
the parent application (Rules 4.11 (a) (iv) and 4 9. bis. 1(d)). 



Continuation of Box IV: 

CONLIN, David G. 
NEUNER, George 
BUCKLEY, Linda M. 
CORLESS, Peter F. 
MANUS, Peter J. 
DALEY, Jr., William J. 
BUCHANAN, Robert L. 
O'DAY, Christine C. 
HAZZARD, Lisa S. 
TUCKER, David A. 
HARTNELL III, George W. 
ALEXANDER, John B. 
JENSEN, Steven M. 

PIFFAT, Kathryn A. 

ROOS, Richard J. 

MANSO, Peter J. 

REES, Dianne M. 

GITTEN, Howard M. 

PENNY, Jr., John J. 

KONIECZNY, J. Mark 

ROSENFIELD, Jennifer K. 

BUTLER, Gregory B. 

KRAMER, Barry 

WOFSY, Scott D. 

CHACLAS, George N. 

NEWMAN, Richard H. 

SILVIA, David J. 

HEUSCH, Marina I. 

LAURO, Peter C. 

KITCHELL, Barbara 

HSI, Jeffrey D. 

MAKARY, Meghan M. 

The above attorneys are a!) members of the firm: 

EDWARDS & ANGELL, LLP 

P.O. Box 55874 

Boston, Massachusetts 02205 

US 
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Box No.V DESIGNATIONS 

The filing of this request constitutes under Rule 4.9(a), the designation of all Contracting States bound by the PCT on the 
international filing date, for the grant of every kind of protection available and, where applicable, for the grant of both regional 
and national patents. 

However, 

I I DE Germany is not designated for any kind of national protection 

I I ICR Republic of Korea is not designated for any kind of national protection 

PI RU Russian Federation is not designated for any kind of national protection 

(The check-boxes above may be used to exclude (irrevocably) the designations concerned in order to avoid the ceasing of the 
effect, under the national law, of an earlier national application from which priority is claimed. See the Notes to Box rfo. V as 
to the consequences of such national law provisions in these ana certain other States.) 

Box No. VI PRIORITY CLAIM 



The priority of the following earlier application(s) is hereby claimed: 



Filing date 
of earler application 
(day/month/year) 

item (1) 

15/07/2003 


Number 
of earlier application 


Where earlier application is: 


national application: 
country or Member 


regional application:* 
regional Office 


international application: 
receiving Office 


60/487,405 


US 






item (2) 










item (3) 











I I Further priority claims are indicated in the Supplemental Box. 



The receiving Office is requested to prepare and transmit to the International Bureau a certified copy of the earlier 
application(s) (only if the earlier application was filed with the Office which for the purposes of this international application 
is the receiving Office) identified above as: 

I I all items ^ item(l) Q item (2) Q item (3) I I other, see Supplemental Box 

* Where the earlier application is an ARIPO application, indicate at least one country party to the Paris Convention for the Protection of 
Industrial Property or one Member of the World Trade Organization for which that earlier application was filed (Rule 4A0(b)(ii)): 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 

Choice of International Searching Authority (ISA) (if two or more International Searching Authorities are competent to 
carry out the international search, indicate the Authority chosen; the two-letter code may be used): 

ISA/EP 

Request to use results of earlier search; reference to that search (if an earlier search has been carried out by or requested 
from the International Searching Authority): 

Date (day/month/year) Number Country (or regional Office) 



Box No. VIII DECLARATIONS 



The following declarations are contained in Boxes Nos. VIII (i) to (v) (mark the applicable Number of 

check-boxes below and indicate in the right column the number of each type of declaration): declarations 



□ 


Box No. VIII (i) 


Declaration as to the identity of the inventor : 


□ 


Box No. VIII (ii) 


Declaration as to the applicant's entitlement, as at the international 
filing date, to apply for and be granted a patent 


□ 


Box No. VIII (iii) 


Declaration as to the applicant's entitlement, as at the international 

filing date, to claim the priority of the earlier application . 


□ 


Box No. VIII (iv) 


Declaration of inventorship (only for the purposes of the designation 

of the United States of America) ; 


□ 


Box No. VIII (v) 


Declaration as to non-prejudicial disclosures or exceptions to lack of novelty : 
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Box No. IX CHECK LIST; LANGUAGE OF FILING 



This international application contains: 

(a) in paper form, the following number of 
sheets: 



6 

67 

17 

1 

0 



request (including 
declaration sheets) 

description (excluding 
sequence listing and/or 
tables related thereto) 

claims 

abstract 

drawings _ 

Sub-total number of sheets 91 
sequence listing 
tables related thereto 

(for both, actual number 

of sheets if filed in paper 

form, whether or not also 

filed in computer 

readable form; see (c) 



91 



Total number of sheets 

(b) □ only in computer readable form 

(Section 801(a)(0) 
(0 D sequence listing 
(ii) □ tables related thereto 

(c) □ also in computer readable form 

(Section 801(a)(ii)) 

(0 D sequence listing 
(ii) □ tables related thereto 

Type and number of carriers 

(diskette, CD-ROM, CD-R or other) 
on which are contained the 

D sequence listing: 

□ tables related thereto: 

(additional copies to be indicated under 
items 9(ii) and/or 10(H), in right column) 



This international application is accompanied by the following 
item(s) (mark the applicable check-boxes below and indicate in 
right column the number of each item)'. 

1. H fee calculation sheet 

2. O original separate power of attorney 

3. Q original general power of attorney 

4. B C0 Py °f general power of attorney; reference number, if 

any: . . 

5. □ statement explaining lack of signature 

6. □ priority document(s) identified in Box No. VI as 

item(s): 

7. □ translation of international application into 

(language): 

8. □ separate indications concerning deposited microorganism or 

other biological material 

9. □ 



Number 
of items 



sequence listing in computer readable form 
(indicate type and number of carriers) 

' 0) □ co Py submitted for the purposes of international search under 

Rule \3ter only (and not as part of the international application) : 

(ii) Q (° n fy where check-box (b)(i) or (c)(i) is marked in left column) 

additional copies including, where applicable, the copy for the 
purposes of international search under Rule \3ter : 

(iii) □ together with relevant statement as to the identity of the copy 

or copies with the sequence listing mentioned in left column 

10. □ tables in computer readable form related to sequence listing 

(indicate type and number of carriers) 

(i) □ copy submitted for the purposes of international search under 

Section 802(b-quater) only (and not as part of the international 
application) : 

(ii) □ (only where check-box (b)(ii) or (c)(ii) is marked in left 

column) additional copies including, where applicable, the 
8o5^b the^ purposes of international search under Section 

(iii) □ together with relevant statement as to the identity of the copy 

or copies with the tables mentioned in left column : 

11. □ other (specify): : 



Figure of the drawings which 
should accompany the abstract: 



Language of filing of the FN|r| |QH 
international application: ciNouon 



Box No. X SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENT ATIVE 

Next to each signature, indicate the name of the person/sjtying and the cag/cpity in which the person sjgnfjif such cfogcfty is not obvious from reading the request). 




-" 1 For receiving Office use only 1 

1. Date of actual receipt of the purported 
international application: 


2. Drawings: 
| | received: 


3. Corrected date of actual receipt due to later but 
timely received papers or drawings completing the 
purported international application: 


4. Date of timely receipt of the required 
corrections under PCT Article 1 1 (2): 


| | not received: 


5. International Searching Authority 
(if two or more are competent): ISA/ 


6. | | Transmittal of search copy delayed 
I 1 until search fee is paid 





For International Bureau use only . 



Date of receipt of the record copy 
by the International Bureau: 
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FEE CALCULATION SHEET 
Annex to the Request 



Applicant's or agent's 
file reference 



60884 PCT/3.2205 



International Application No. 



Date stamp of the receiving Office 



Applicant 

NEUROGEN CORPORATION 



CALCULATION OF PRESCRIBED FEES 

1. TRANSMITTAL FEE L 



300.00 pfl 



L 



EP 



2. SEARCH FEE 

International search to be carried out by 

(If two or more International Searching Authorities are competent to carry out 
the international search, indicate the name of the Authority which is chosen to 
carry out the international search.) 

3 . INTERNATIONAL FILING FEE 

Where item (b) and/or (c) of Box No. IX apply, enter Sub-total number of sheets \ 
Where item (b) and (c) of Box No. IX do not apply, enter Total number of sheets /" 



1,920.00 [Y] 



91 



ED 

m 



first 30 sheets 



L 



1,1 34.00 [iT] 



61 



12.00 



732.00 i2 



number of sheets in 
excess of 30 



fee per sheet 



additional component (only if sequence listing and/or tables related 
thereto are filed in computer readable form under Section 801(a)(i), 
or both in that form and on paper, under Section 801(a)(ii)): 



400 



fee per sheet 

Add amounts entered at il, i2 and i3 and enter total at I 



= L 



m 



1 ,866.00 [T1 



(Applicants from certain States are entitled to a reduction of 75% of the 
international filing fee. Where the applicant is (or all applicants are) so entitled, 
the total to be entered at I is 25% of the international filing fee.) 



4. FEE FOR PRIORITY DOCUMENT (if applicable) 



L 



20.00 rn 



5. TOTAL FEES PAYABLE 

Add amounts entered at T, S, I and P, and enter total in the TOTAL box 



4,106.00 



TOTAL 



MODE OF PAYMENT 

r— i authorization to charge 

l — 1 deposit account (see below) 

E3 cheque 



I"! postal money order Q cash 

O bank draft Q revenue stamps 



fl coupons 

n other (specify): 



AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT 

(This mode of payment may not be available at all receiving Offices) 

n Authorization to charge the total fees indicated above. 

E3 (This check-box may be marked only if the conditions for deposit 

accounts of the receiving Office so permit) Authorization to charge any 
deficiency or credit any overpayment in the total fees indicated above. 

n Authorization to charge the fee for priority document. 



Receiving Office: 

Deposit Account No. : 

Date: 15 July 2004 



US 



04-1105 



Name: . 



n B., Alexander, Ph.D. 



Signature: 
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